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REMARKS 

Status of the Claims 

Upon entry of this amendment, claims 1-22 will be pending in the 
application. By this amendment, claims 7 and 14 have been amended. Support for these 
amendments can be found throughout the specification, e.g., at page 7, 1.3 to 1 11 The 
amendments presented solely for the purpose of clarity or consistency of claim language 
unless otherwise noted. No new matter has been added by this amendment. 

Applicants acknowledge that the Office has reconsidered and withdrawn 
the objection to claim 21 presented in the previous Office Action Paper No. 6. 



Patentabil ity Under use 8112 

Applicants acknowledge that the rejection of claim 21 for alleged 
mdefiniteness in the recitation of the term "scopolamine free base plasma concentration is 
achieved . . .." has been reconsidered by the Office and withdrawn. 

Claims 7, 14, 17-18, and 21 stand rejected under 35 U.S.C § 1 12 second 
paragraph, as allegedly using the indefinite expression "a chemically modified ' 
equivalent" or "chemically modified equivalents." 

While Applicants maintain traverse of the foregoing rejections, it is 
respectfully submitted that these rejections are obviated by the amendments to the claims 
herein. These amendments are presented solely for clarity. Applicants do not acquiesce 
to the asserted merits of the rejection. Further, Applicants reserve the right to pursue 
c.a,ms in a related application to a„ subject matter that may be considered withdrawn 
from prosecution in the instant application. 
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Patentability IJnt W 35 use § 103 

Claims 1-21 stand rejected under 35 U.S.C. § 103(a) as allegedly 
unpatentable over Keith (WO 83/00286) in view of Osol et al. (Remington's 
Pharmaceutical Sciences, 15' h ed., 1975). Applicants respectfully traverse the stated 
grounds of rejection and submit that the subject invention is neither disclosed nor 
practically suggested by the teachings of cited references considered in combination. 

The Office relies on Keith for allegedly disclosing an aerosol nasal spray 
velncle (which the Office asserts to generally encompass "pharmaceutical acceptable 
earners") and a scopolamine salt such as scopolamine hydrochloride. The Office further 
states that: 

Keith's reference is seen to clearly provide the motivation 
to modify the spray composition by employing similar 
aerosol spray vehicle or pharmaceutically acceptable 
earners such as polyvinyl alcohol, gelling agents 
bioadhesives, thickening agents, and surfactants herein. 

No basis for this assertion is provided by the Examiner. Nowhere in the 
record is there presented a practical suggestion or motivation in Keith to evaluate other 
useful "pharmaceutical acceptable carriers", and the Keith reference actually teaches 
away from this endeavor by disclosing a particularly preferred carrier for a scopolamine 
spray formulation. 

In particular, Keith discloses an aerosol spray nasal composition 
comprising a major amount of an aerosol spray vehicle and scopolamine hydrochloride 
The specific formulation disclosed by Keith is limited to an aqueous solution of 
scopolamine hydrochloride in a stock solution of 20% alcohol in water (see, for example 
WO 83/00286, at page 3, Example I). Keith clearly fails to discuss generic 
pharmaceutical carriers in a manner that would suggest specific modifications or 
improvements to the disclosed compositions. In particular, Keith makes no reference to 
the usefulness or identification of emulsifying or suspending agents, and most certainly 
fa.ls to suggest polyvinyl alcohol as a substitute for a "pharmaceutically acceptable 
earner" in the generic/specific context asserted by the Examiner. 
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The deficiencies of Keith are not remedied by the secondary disclosure of 
Osol et al. This reference sets forth an extensive laundry list of emulsifying and 
suspending agents--of which polyvinyl alcohol is but one agent among many. There is 
clearly no suggestion in either reference to utilize such an agent in an intranasal 
scopolamine formulation. 

Contrary to the Examiner's position, Osol et al. specifically define 

polyvinyl alcohol as an "emulsifying and suspending agent"— as distinguished from a 

generic "carrier" that the Office argues is disclosed by Keith. The "carrier" of Keith, 

however, is limited to an alcohol plus water formulation, whereas Osol et al. specifically 

teach the use of emulsifying and suspending agents: 

[T]o overcome agglomeration of the dispersed particles, 
and to increase the viscosity of the medium . . . 

Thus, even if Keith et al. suggested a generic utility for alternative 
"carriers", such would not fit the definition provided by Osol et al. (introductory 
paragraph) for an "emulsifying and suspending agent". 

Regardless of whether Keith et al. teach a generic "carrier", the reference 
clearly teaches away from selecting an emulsifying or suspending agent as disclosed by 
Osol et al. In particular, the latter agents are specifically disclosed for "prevention of 
agglomeration of particles, or increased viscosity". Keith's formulation employs a "spray 
vehicle" for scopolamine that comprises water and ethanol. Accordingly, Keith et al. 
teaches addition of a viscosity-lowering excipient to water to enhance scopolamine 
delivery in an intranasal formulation. The artisan would therefore be led directly away 
from the path suggested by the Office— i.e., allegedly to improve the Keith et al. 
formulation by adding an "emulsifying and suspending agent" as described by Osol et al. 

Also notable is the teaching of Osol et al. that emulsifying or suspending 
agents are useful to "overcome agglomeration of . . . dispersed particles." No such 
desired utility is disclosed in Keith, and it is not believed that scopolamine has a tendency 
of "agglomeration" of particles that would suggest employment of any of these agents in 
an intranasal scopolamine formulation. 
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In view of the foregoing, the record is clear that Keith taken in 
combination fails to teach or suggest the desirability of using an emulsifying or 
suspending agent, and particularly polyvinyl alcohol, in an intranasal scopolamine 
formulation. 

With regard to more specific aspects of the invention presented in the 
claims, these aspects are respectfully submitted to be patentable in view of the foregoing 
arguments (e.g., based on patentability of independent claim 1). Moreover, the record 
further evinces that Keith in view of Osol et al. fail to teach more specific aspects of the 
invention embodied in the dependent claims. 

In particular, the primary and secondary references fail to teach or suggest 
scopolamine in a pharmaceutically acceptable carrier comprising polyvinyl alcohol at a 
particular pH value or buffer salt concentration as presently claimed. Specifically, Keith 
in view of Osol et al. do not teach or suggest an intranasal scopolamine formulation at a 
pH below about 4.0, much less at a pH below about 3.5, nor at a salt concentration below 
about 200 mM. 

With regard to Applicants' selection of polyvinyl alcohol as a carrier for 
scopolamine, in a formulation having a pH below about 4.0 or 3.5, this combination of 
features clearly provides unexpected results over the art of record. In particular, it was 
widely known in the art that polyvinyl alcohol should be used in a pH range of about 5-8. 
Enclosed herewith is an excerpt from the Handbook of Pharmaceutical Excipients, 2nd 
Edition, page 383. As noted at paragraph 9 under "Pharmacopeial Specifications", the 
indicated p H for polyvinyl alcohol is between 5.0 and 8.0 . Below this section, under the 
heading "Incompatibilities", the reference cautions that "[polyvinyl alcohol decomposes 
in strong acids and softens or dissolves in weak acids or alkalis." 

This express disclosure of the Handbook of Pharmaceutical Excipients, 
2nd Edition, teaching a pH range for polyvinyl alcohol far outside of Applicants * claimed 
pH range, renders the claimed combination nonobvious. 

The Office further argues that Applicants make an "admission" in their 
specification that a pH range of below 4.0 is described in the prior art for the claimed 
intranasal scopolamine formulations. U.S. patent application 07/765,615 is discussed in 
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the Background section of Applicants' specification at page 3, lines 17-22) . The 
scopolamine formulations of this reference are spray formulations at a pH of "4+/-0.2". 
Applicants' Background section notes that this formulation is inherently inefficient and 
requires high dosages (0.4 mg/ml of scopolamine per dose) that are wasteful of drug and 
add costs as well as undesirable side effects (See specification, p. 3, 1. 19-22). 

Applicants' novel pH value is "below about 4.0", or "below about 3.5." It 
is submitted that all of Applicants' pH values are distinguished over U.S. patent 
application 07/765,615 ('615 application). Moreover, it is abundantly clear that 
Applicants' formulation, including polyvinyl alcohol which is taught to have an 
"indicated pH . . . betwe en 5.0 and 8.0" is further distinguished from the art of record at 
the claimed pH values. 

In the context of pH, the disclosure of the '615 application underscores 
the failure of the art of record to teach or suggest a combination of polyvinyl alcohol in a 
formulation as disclosed by Keith. If one follows the teachings of the '615 application 
concerning pH (i.e., by selecting a mildly acidic pH of 4.0 for an aqueous/ethanol 
scopolamine formulation as disclosed by Keith), one would have been directly led away 
from selecting polyvinyl alcohol as a "carrier" based on the indicated range of pH of this 
emulsifier in the range of "between 5.0 and 8.0." 

Lastly, the art of record is deficient of any teachings regarding a buffer salt 
concentration range of an intranasal scopolamine below about 200 mM. The Office 
Action presents no evidence or arguments to the contrary, and it is noted above that the 
'615 application teaches a clearly distinct range of 0.4 mg/ml of scopolamine per dose. 
Thus, in this aspect also Applicants' invention can be seen to provide unexpected results. 

Based on the evidence and arguments presented herein above, Applicants 
respectfully request that the rejection of claims 1-21 under 35 U.S.C. § 103(a) over Keith 
in view of Osol et al. be withdrawn. 
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CONCLUSION 

In view of the foregoing, Applicants believe that all claims now pending 
m this Application are in condition for allowance. The issuance of a formal Notice of 
Allowance at an early date is respectfully requested. 

If the Examiner believes that a telephone conference would expedite 
prosecution of this application, please telephone the undersigned at 206-332-1380. 

Attached hereto is a marked-up version of the changes made to the 
specification and claims by the current amendment. The attached page is captioned 
"Version with marking tn show chan^ m,H. » 



Date: l&c?^ 



WOODCOCK WASHBURN LLP 
One Liberty Place - 46th Floor 
Philadelphia, PA 19103 
Telephone: (206)332-1380 
Facsimile: (206)624-7317 



Respectfully submitted, 




Registration No. 38,515 



8 2002 WW 
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VERSION WITH MARKINGS TO SHOW CHANGES MADE 



Please amend claims 7 and 14 as follows. Please add new claim 22 as follows. 

7. (Amended ) An intranasal formulation as in claim 1 , wherein said 
scopolamine is provided as a chemically modified equivalent selected from ^ ni^h.. 
bromide, scopolammonium bromide scopolamine h Y ,w Horide . mpth ^^, Qm ,„ a 
bromide, or methscopolamine nitnte or a pharmaceutically acceptable salt thereof. 

14. (Twice Amended) A method of preventing and/or treating nausea and/or 
vomiting comprising administering intranasally to a mammal an effective amount of 
scopolamine [, or a chemically modified equivalent] or a pharmaceutical salt thereof in a 
pharmaceutically acceptable carrier at a P H below about 4.0 and a buffer salt 
concentration below about 200 mM, said carrier incorporating polyvinyl alcohol. 

22. (New) The method of claim 14, wherein said scopolamine is provided as 
a chemically modified equivalent selected from scopolamine bromide, scopolammonium 
bromide, scopolamine hydrochloride, methscopolamine bromide, or methscopolamine 
nitrate, or said pharmaceutically acceptable salt thereof. 
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Polyvinyl Alcohol 



' 1- Nonproprietary Names 

US?: Polyvinyl aJcohoJ * 

2. Synonyms 

^ ^ fnal . WA . ^ ^ ^ 

3. Chemical Name and CAS v r • 
JEmpWCF,™,.!, Molecular Wei«„ t 




5. Structural Formula 




«• Functional Category 
^°*ting agent; nonioaic surfactant; viscosity-increasing agent. 

'» P "™-^ tab*. or 



™™yl aJcoboJ n also used in cosntetici. 



Polyvinyl Alcohol J3j 



Use 



Emulsions 

Ophihafmic fonrnifaiionj 
Topical lotions 



Canerotradoq (%) 



0.5 

0.23-3,0 

2.5 



8. Description 




10. Typical Properties 

Melting paint: 

by sustained heating at un * t 5- ^J* 81 * &«°wed 

wiuble in some polJhydroxv » mB * B0| W !d - V «V ^ghtiy 

chlorinated hydroci^r^T« t l I ?' iphatIC ' aromat « *n4 
Sptci/ic gravity ' ^ ket0nc *' aod «J». 

!'i?"]- 31 for »iid at 25 9 C: 

/,«/: 1.67 j/g (0.4 cal/«) 
(dynamic)- & 



Crad* 



High vijeosity 
Medium viscosity 
Low vneoiicy 



Dynamic Mszosity of 4% w/w aqot ^" 

»UidQaat2(rC(wPa^ 

40-«5 

2M3 

4-7 



U. StabOiry and Storage CondltJons 

3*ss- ^ifrsffl;^ - - 

Aqueous solutions are «abi« !? H A W 10 ^*^ L 

?**f»-«teifl^^ stoned « 

an antimicrobial preserotive ihm.M 5^. ,ten * Periods, 
alcohol solutions. prwvaave shouW he added to polyvinyl 

K * h a wcU^osed container. 

12. Incompatibilities 



